(l2)*#fMfc -h Sk m tz £ -5 lnt to m £ *tfcH Ktt SI 




(43) Bfg^BBB 
2005 M 28 H (28.04.2005) PCT 



llllllllllllllllllllllllli 

(10) @f&4fcl»M 
WO 2005/037268 Al 



(si) mmmtttm 1 -. a6ik 31/203, 9/51, 

9/06, 9/70, 7/00, 7/48, A61P 17/00, 3/02 



(21) HfStililS^: 

(22) HKtiJlIIS: 
(25) gBSWIK&Wlf: 
(26) 



PCT/JP2003/013181 
2003 *P10 E 15 B (15.10.2003) 



(71) fflfil A (#§£&< ^TWlt^S ICO l^T): * 
S#tt LTT/Wt77 —"7 (LIT BIO-PHARMA 
CO.,LTD.) [JP/JP]; T 105-6201 S«tS 2 T 
S5§1^ Tokyo (JP). 

(72) SeSB#;fc<fctf 

(75) !6W#/ttliIA(*aiC-Olx-C©^): UUP S^(YA- 
MAGUCHI,Yoko) [JP/JP]; T258-0022 ttMSJM* £*S 



±f|JiaB£Br 2 7-17 Kanagawa (JP). S+E S 
Jgt (IGARASHI,Rie) [JP/JP]; T214-0036 »f£JH S JUl^ 
i|i#$eiiQ5Tl 8-2 Kanagawa (JP). * ft *S 
(MIZUSHIMA,Yutaka) [JP/JP]; T 106-0032 ftjRfS ?t 
E 7v*^ 6T@ 1 2-3-2 4 O 2 Tokyo (JP). H 
^^f- (TAKENAGAJVUtsuko) [JP/JP]; T 216-0015 
JII!lJlHti1iSfiiFEe^2Ta 3 0-1 Kanagawa (JP). 

(NAKAMURAJSatsuml) [JP/JP]; T216- 
00054*^JII»Jll^mSflE±*|7Ti 1-5-1 1 1 
Kanagawa (JP). 

(74) ft3 X: ¥IH & (KUSAMA,Osamu); T 102-0072 W.M 
tB^ftfflBSSEJf 4Ti5f 1 2#gfflfcf/U70g 
mP B 14#^F*853r Tokyo (JP). 

(81) Hfem (Urt): AE, AG, AL, AM, AT, AU, AZ, BA, BB, 
BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, 
DM, DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, HR, 
HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, 



(54) Title: COMPOSITION CONTAINING RETINOIC ACID NANOPARTICLES COATED WITH POLYVALENT METAL IN- 
ORGANIC SALT 



= (54) KWtoZft: JMIMiSIbf/ ■< ^m-i-y «E^-#*lflfi£^ 



0.4 



0. 3 




00 



o 



&*ik(Dmm (day) 

A... TIME (DAYS) AFTER ADMINISTRATION 

(57) Abstract: It is intended to provide a composition containing, as the active ingredient, retinoic acid nanoparticles having relieved 
irritation, which can be subcutaneously and intravenously administered, is usable as a sustained release preparation, and has such a 
high skin-permeability as allowing the use thereof as an external preparation such as a drug or a quasi drug as well as a cosmetic to 
be applied to the skin, etc. When dissolved in water, the retinoic acid nanoparticles coated with a polyvalent metal inorganic salt, i.e., 
the active ingredient, are maintained in the form of a transparent solution and, therefore, can be administered as a subcutaneous or 
intravenous injection. Since retinoic acid is coated with a polyvalent metal inorganic salt film, these nanoparticles are characterized 
by showing relieved irritation and thus causing neither inflammation nor canceration at administration site. As the polyvalent metal 
inorganic salt, use is made of calcium carbonate, zinc carbonate or calcium phosphate. 
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